General Experimental
Unless otherwise stated, all reactions were carried out under an argon atmosphere in ovendried glassware. LiHMDS was purchased commercially and titrated before use. TLC was performed on kieselgel 60 F 254 plates and visualized with a UV lamp or staining. Flash column chromatography was carried out using silica gel 60 particle size 0.040-0.063 m (230-400 mesh ASTM). NMR spectra were determined in (D)-chloroform at 300 K unless otherwise stated on a 300 MHz spectrometer. Data for 1 H-NMR are reported as follows:
chemical shift ( in ppm), multiplicity (s, singlet; br s, broad singlet; d, doublet; dd, doublet of doublets; t, triplet; q, quartet; m, multiplet). Coupling constants (J) are reported in Hertz (Hz) . Infrared spectra were recorded on a Fourier transform IR spectrometer using a thin film NaCl plate. Low-resolution mass spectra were recorded on a mass spectrometer at 300 ºC and a scan rate of 5500 m/z/second using either acetonitrile-formic acid ( A solution of the 1,3-oxazinan-6-one (1-4) (0.1 M in dry freshly distilled THF) was cooled to -78 °C under an argon atmosphere. Then LiHMDS (1.1 eq. of a 1.0 M solution in THF) was added dropwise and the solution was left to stir at -78 °C for 40 min. The acylating agent (3.0 eq.) was then added dropwise and stirring was continued for 3 h at -78 °C. The solution was then allowed to warm to -50 °C, and the reaction was then quenched with sat. NH 4 Cl solution (5 mL). The solution was diluted with EtOAc (20 mL) and washed with H 2 O (20 mL). The organic layer was dried (MgSO 4 ) and concentrated in vacuo to give an oil. The oil was subjected to flash column chromatography, eluting with 5-30% EtOAc/hexane.
(4S,5R)-N-Benzyloxycarbonyl-4-isopropyl-5-propionyl-1,3-oxazinan-6-one 5
The General Procedure 1 was followed for the acylation of oxazinanone 1 (63 mg, 0.23 mmol) with propionyl chloride (59.8 μL, 0.68 mmol), to afford the desired 5-subsituted-1,3- 3, 154.5, 134.9, 128.3, 128.1, 127.8, 72.9, 68.2, 55.9, 55.1, 36.5, 31.0, 18.3, 18.1, 7.2; IR (film) max 2967 IR (film) max , 2940 IR (film) max , 1748 IR (film) max , 1717 IR (film) max , 1458 IR (film) max , 1412 IR (film) max , 1258 IR (film) max , 1123 2 Hz) . C 192.6, 167.4, 154.6, 135.5, 135.0, 133.5, 128.6, 128.3, 128.2, 128.1, 127.8, 127.6, 73.1, 68.2, 57.1, 51.1, 32.3, 18.5 ; IR (film) max 3063, 3032, 2963, 2940, 1744, 1713, 1450, 1412, 1350, 1250, 1134, 979, 733 (4S,5R)-N-Benzyloxycarbonyl-4-n-butyl-5-propionyl-1,3-oxazinan-6-one 8
The General Procedure 1 was followed for the acylation of oxazinanone 2 (115 mg, 0.39 mmol) with propionyl chloride (112 μL, 1.17 mmol), to afford the 5-subsituted-1,3-oxazinan-6-one 8 (109 mg, 79% yield). This compound was used directly in the next reaction -the transformation to the -amino ketone 18.
(4S,5R)-N-Benzyloxycarbonyl-4-n-butyl-5-benzoyl-1,3-oxazinan-6-one 9
The General Procedure 1 was followed for the acylation of oxazinanone 2 (87 mg, 0.30 mmol) with benzoyl chloride (104 μL, 0.89 mmol), to afford the desired 5-subsituted-1,3-5 oxazinan-6-one 9 as a white solid (77 mg, 65% yield); m. 1, 167.0, 154.1, 135.5, 135.0, 133.6, 133.3, 128.6, 128.3, 128.1, 127.9, 72.4, 68.1, 53.1, 51.8, 33.9, 26.9, 21.9, 13.4 ; IR (film) max 3063, 3037, 2963, 1748, 1713, 11694, 1416, 1246, 1119, 968, 733 2, 166.9, 154.5, 135.1, 128.2, 128.1, 127.9, 72.6, 68.1, 51.9, 51.5, 45.1, 33.1, 26.6, 25.7, 22.1, 13.4 ; IR (film) max 2959, 2936, 2874, 1748, 1713, 1454, 1412, 1300, 1250, 1119, 1011, 972, 733 
(4S,5R)-N-Benzyloxycarbonyl-4-((S)-sec-butyl)-5-propionyl-1,3-oxazinan-6-one 11
The General Procedure 1 was followed for the acylation of oxazinanone 3 (86 mg, 0.29 mmol) with propionyl chloride (76.0 μL, 0.87 mmol) to afford the desired 5-substituted-1,3-oxazinan-6-one 11 as a colourless oil (85 mg, 79% yield 
(4S,5R)-N-Benzyloxycarbonyl-4-((S)-sec-butyl)-5-benzoyl-1,3-oxazinan-6-one 12
The General Procedure 1 was followed for the acylation of oxazinanone 3 (120 mg, 0.41 5, 167.2, 154.4, 135.4, 134.9, 133.5, 128.6, 128.3, 128.2, 128.1, 127.8, 73.1, 68.2, 55.9, 50.6, 38.6, 24.9, 14.5, 10.8; IR (film) max 3063, 2967 IR (film) max 3063, , 2936 IR (film) max 3063, , 2878 IR (film) max 3063, , 1748 IR (film) max 3063, , 1713 IR (film) max 3063, , 1694 IR (film) max 3063, , 1446 IR (film) max 3063, , 1416 IR (film) max 3063, , 1246 IR (film) max 3063, , 1130 The General Procedure 1 was followed for the acylation of oxazinanone 4 (118 mg, 0.40 mmol) with pivaloyl chloride (149 μL, 1.21 mmol), to afford the desired 5-substituted-1,3- 
Acylation of the 5-methyl-1,3-oxazinan-6-one. (4S,5R)-N-Benzyloxycarbonyl-4-isopropyl-5-methyl-benzoyl-1,3-oxazinan-6-one 29
The General Procedure 1 was followed for the acylation of 5-methyl-1,3-oxazinan-6-one 28 and the reaction mixture was gently heated to 50 ºC for 4-6 h. The THF was then removed under reduced pressure. The aqueous solution was taken up EtOAc and washed with H 2 O (3 x 10 mL) followed by brine (1 x 10 mL). The organic layer was dried (MgSO 4 ) and evaporated in vacuo to give an oil. The oil was subjected to flash column chromatography, eluting with 5-20% EtOAc/hexane.
(5R)-(N-Benzyloxylcarbonyl-5-amino)-6-methyl-heptan-2-one 15.
The General Procedure 2 was followed for the hydrolysis of the 1,3-oxazinan-6-one 5 (31 mg, 0.09 mmol), and afforded the -amino ketone 15 as a white solid (24 mg, 92% yield); 1, 155.7, 136.5, 128.1, 127.5, 127.5, 66.1, 53.3, 44.1, 37.9, 30.6, 25.9, 19.3, 18.3 ; IR (film) max 3337, 2963, 2916, 2874, 1713, 1689, 1535, 1454, 1242, 1072, 737, 698 5, 155.6, 136.4, 136.2, 132.8, 128.2, 127.9, 127.6, 127.5, 127.4, 66.1, 53.5, 39.8, 30.7, 19.2, 18.2; IR (film) max 3337, 3063, 3032, 2963 IR (film) max 3337, 3063, 3032, , 2874 IR (film) max 3337, 3063, 3032, , 1713 IR (film) max 3337, 3063, 3032, , 1682 IR (film) max 3337, 3063, 3032, , 1535 IR (film) max 3337, 3063, 3032, , 1504 IR (film) max 3337, 3063, 3032, , 1450 IR (film) max 3337, 3063, 3032, , 1242 IR (film) max 3337, 3063, 3032, , 1026 and 16.8 Hz), 1.62 (d, 2H, J = 5.7 Hz), 4H), 0.86 (t , 3H, J = 6.6 Hz); C 198.5, 155.6, 136.6, 136.2, 132.9, 128.3, 128.1, 127.7, 127.6, 127.6, 66.2, 48.2, 42.2, 33.6, 28.1, 22.1, 13.6 ; IR (film) max 3333, 2955, 2932, 1713, 1694, 1528, 1504, 1454, 1246, 1215, 1026, 752 214.7, 155.5, 136.3, 128.1, 127.6, 127.6, 66.1, 47.8, 44.0, 40.1, 33.4, 28.2, 25.8, 22.0, 13.6 ; IR (film) max 3333, 2959, 2932, 1713, 1694, 1535, 1496, 1454, 1246, 1068, 736 1, 155.6, 136.2, 128.1, 127.7, 127.6, 66.2, 53.0, 43.4, 37.7, 35.8, 25.1, 15.1, 11.0, 7.3 ; IR (film) max 3341, 2963, 2878, 1713, 1697, 1535, 1242, 1308, = 6.6 Hz) . C 198.5, 155.6, 136.8, 136.4, 132.7, 128.2, 127.9, 127.6, 127.5, 127.5, 66.2, 52.6, 39.6, 37.6, 25.1, 15.3, 10.9 ; IR (film) max 3325, 2963, 1713, 1697, 1535, 1454, 1250, 1215, 1056, 748 6, 155.6, 136.3, 128.1, 127.6, 127.6, 66.1, 52.1, 44.1, 37.4, 36.9, 25.9, 25.2, 15.4, 10.9 ; IR (film) max 3341, 2963, 2932, 1728, 1713, 1535, 1458, 1242, 1065 The General Procedure 2 was followed for the hydrolysis of the 1,3-oxazinan-6-one 14 (51 mg, 0.13 mmol), and afforded the -amino ketone 24 as a white solid (37 mg, 85% yield); 
